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(54) PREPARATION FOR ORAL ADMINISTRATION 

(57)Abstract 

PROBLEM TO BE SOLVED: To obtain the subject preparation expected to have anticancer effects, having 
extremely high practicality, and useful for the therapy of progressive cancer and last stage cancer, and the 
improvement of quality of life by including a specific cytokine inducer. 

SOLUTION: This preparation contains an interleukin 12 inducer. The inducer is preferably (A) a component derived 
from a mycelium of a mushroom. The inducer preferably contains further (B) the mycelium component of the 
mushroom, and (C) a microbial cell component of hemolytic streptococcus. The component A is a physiologically 
active substance obtained by treating the mycelium of the mushroom with an enzyme, and preferably contains a p 
3-(1->3)D-glucan, a p-(1 ->6)D-glucan, a heteroglycan, a peptidoglycan, a proteoglycan, a lectin, an indigestive 
polysaccharide or the like. The daily dose of the preparation as an anticancer agent is usually 100-20,000 mg, 
especially 1,000-10,000 mg per adult as the amount of the orally administered active ingredient. 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original precisely. 

2. **** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] Pharmaceutical preparation for ingestions which the antitumor effectiveness characterized by prescribing 
interleukin 1 2 inductor for the patient by taking orally can expect. 

[Claim 2] Pharmaceutical preparation for ingestions according to claim 1 whose interleukin 1 2 inductor is a 
mushroom mycelium origin component 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to the pharmaceutical preparation for ingestions characterized by 

administering orally the matter which can guide interleukin 12 in the living body. 

[0002] 

[Description of the Prior Art] Although interleukin 12 (IL-12) is discovered at first as one of the cytokine which has 
an activation operation of a spontaneous killer cell It becomes clear that it has the multiplication of a T cell (killer T 
cell) and the activation operation which have specific cell damage activity to a tumor cell by subsequent research. 
Further Having the production potentiation of the interferon gamma (IFNgamma) which has the operation to which 
activation of a killer T cell is urged comes to be admitted, and it is observed by a Homo sapiens cancer patient's 
therapy as useful matter. 

[0003] About IL-12, it succeeded in being produced in large quantities by genetic manipulation in the U.S. recently 
[recon BINANTO IL-12 (rt-IL -12)]. Then, the approach of introducing this IL-12 production gene into a cancer cell 
directly by the transgenics technique is also tried in order to medicate a cancer cell with IL-12 directly. 
[0004] However, although a medicine must be prescribed for the patient in large quantities if it is in Homo sapiens 
cancer treatment since rt-IL -12 used for such an approach has low susceptibility for example, being accompanied 
by such extensive administration including various side effects, such as generation of heat and anorexia, is known. A 
side effect is serious in this way, and also since genetic manipulation is complicated, troubles, such as a point of 
requiring a great effort, and a point that economical efficiency is missing, are pointed out to this approach. 
[0005] In order to utilize IL-12 and to aim at growth loss or disappearance of a neoplasm, the method of making IL- 
12 of self guide is in the living body besides [ which prescribes IL-12 for the patient from the outside ] an approach. 
Since susceptibility was high while solving the essential fault which a possibility that an unusual immunoreaction may 
arise is also faultless and rt-IL -12 has, such self-IL-12 were that from which great effectiveness is expected to 
growth loss or disappearance of a neoplasm. However, the present condition was have not discovered the effective 
matter which has the operation to which selML-12 are made to guide in the living body until now. 
[0006] 

[Problem(s) to be Solved by the Invention] The matter which has the approach of making it guide in the living body 
where this invention has a tumor cell for IL-12 in view of the above present condition, and such an induction 
operation is offered, and it aims at offering the pharmaceutical preparation for ingestions which the antitumor 
effectiveness characterized by prescribing a medicine for the patient by taking orally can expect further. 
[0007] 

[Means for Solving the Problem] the pharmaceutical preparation for ingestions given in the preceding clause 1 
whose pharmaceutical preparation for ingestions and 2. interleukin 12 inductor which the antitumor effectiveness 
characterized by this invention prescribing 1. interleukin 12 inductor for the patient by taking orally can expect are a 
mushroom mycelium origin component — since — it becomes. This invention is explained in full detail below. 
[0008] 

[The mode of implementation of invention] This invention is based on having found out that the side effect that a 
header and such IL-12 inductor were seen by administration of IL-12 old the very thing by making the patient whom 
the antitumor effectiveness can expect by taking orally take in did not start interleukin 12 (IL-12) induction potency 
to AHCC (trade name) whose medical doctor Yakida **** which is this artificer is the vegetable polysaccharide 
processed food which AMINO UP CHEMICAL Co., Ltd. (head office Sapporo-shi) puts on the market at all, but the 
surprising antitumor effectiveness was acquired. 

[0009] That is. header this invention was completed for the ability of the surprising antitumor effectiveness to be 
acquired by not medicating a direct living body with IL-12, but not twisting the matter which has IL-12 induction 
potency to injection, but making it take in continuously by taking orally. 

[0010] AHCC (trade name) used in this invention The original activation hemicellulose (it is called Active Hemi 
Cellulose Compound) The stereo is already the matter (constituent) of well-known and existing ** as a physiological 
active substance which carried out enzyme processing of the hypha of a mushroom. Hetero glucan, such as alpha- 
(1->4) D-glucan besides beta-(1->3) D-glucan and beta-(1->6) D-glucan, peptide glucan, proteoglucan, lectin, a 
nucleic acid, an indigestible nature polysaccharide, etc. are contained. However, it is not known at all that AHCC 
(trade name) has an IL-12 induction operation, and it will not be found out without this invention person. 
[001 1] Although IL-12 inductor may be constituted from the above AHCC in this invention, it is desirable to make a 
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mushroom mycelium component coram further in addition to AHCC. PSK .which is the mycerom component of the 
shelf fungus (KAWARATAKE) which is not limited especially as such a mushroom mycelium component for example, 
is used as a well-known anticancer agent, SPG which is the mycelium component of Schizophyllum commune Fries, 
the lentinan which is the fruit body component of shiitake mushroom can be mentioned. Furthermore, for example, 
mushroom mycelium components, such as agaricus (Agaricus blazei), Ganoderma (MANNENTAKE), NINGYOTAKE, 
an Agaricus blazei Murill (Agaricus blazei), a NIOU Shimeji mushroom, wall NOR NATAKE, maitake mushrooms, 
Hericium erinaceum, an oyster mushroom, MANNENTAKE, MUKITAKE, a cob bamboo, KAIGARATAKE, matsutake, a 
tortoiseshell bamboo, and an enoki (enoki mushroom), can be mentioned. 

[0012] Although IL-12 inductor may be constituted only from the above AHCC and a mushroom mycelium 
component in this invention, it is desirable to make the fungus body component of hemolytic streptococcus contain 
further in addition to these. It is not limited especially as a fungus body component of such hemolytic 
streptococcus, for example, well-known anticancer agents, such as — 432, etc. can be mentioned. These are already 
known matter as a biological activator [Biorogical responsemodifier (BRM)]. 

[001 3] The operation which is the known medicine in contemporary medicine, anticancer agent administration, 
radiation therapy, the hormone therapy of IL-12 inductor used in this invention, etc. are effective in the neoplasm 
contraction and disappearance in such advanced cancer and terminal cancer, although it is clear that resistance is 
shown in the neoplasm contraction and disappearance in advanced cancer or terminal cancer, this invention person 
finds out this fact for the first time. This is the first characteristic effectiveness of this invention. 
[0014] A side effect is not accepted in administration of the IL-12 above-mentioned inductor at all. Since rt-IL -12 
produced by the conventional genetic manipulation had low susceptibility, in order that it might carry out extensive 
administration, it concurred with the great side effect and did serious damage to the patient in many cases. 
However, in order that IL-12 inductor used in this invention may make it the essential action mechanism to activate 
the IL-12 production capacity equipped in the living body, it does not prescribe the side-effect generating matter 
from the outside for the patient, and does not have worries about a side effect this invention person finds out this 
fact for the first time. This is the second characteristic effectiveness of this invention. 

[0015] The pharmaceutical preparation for ingestions of this invention comes to contain the IL-12 above-mentioned 
inductor as a principal component Although the pharmaceutical preparation for ingestions of this invention can be 
used as an anticancer agent it is not limited to this. 

[0016] It is applicable suitably as a pharmaceutical form which it is not limited especially as a gestalt in the case of 
medicating Homo sapiens or an animal with the pharmaceutical preparation for ingestions of this invention, for 
example, support is made to support and is used for various drugs etc. As such support a solid, a half-solid or 
liquefied diluent, a bulking agent, and more than an assistant kind for other formulas are preferably used at 0.5 - 90% 
of a rate 0.1% to 99.5%, for example. 

[001 7] The pharmaceutical preparation for ingestions of this invention is prescribed for the patient in taking orally. 
Pharmaceutical preparation-ization should just prepare the pharmaceutical preparation mold which fitted these 
internal use approaches using the technical means of common knowledge common use. 
[0018] For example, although it is desirable to set up after taking into consideration a class, extent etc. of a 
patient's age, weight, a route of administration, and the illness as for the dose as an anticancer agent, in 
administration to Homo sapiens, it is usually common to prescribe 100-20000mg /for the patient in a day in 1000- 
lOOOOmg /preferably a day in taking orally as an amount of active principles to an adult. 

[0019] Pharmaceutical forms, such as a solid or liquefied dosage unit, for example, an end agent powder, a granule, 
a tablet, a capsule, syrups, elixirs, or suspension, can perform internal use. 

[0020] An end agent is manufactured by making an active substance into suitable fineness. Powder is manufactured 
by mixing with the support for physic which made the active substance suitable fineness and subsequently made it 
fine similarly, for example, starch, an edible carbohydrate like a mannitol, and other excipients. A taste correcting 
agent a preservative, a dispersant, a coloring agent, perfume, etc. may be blended if needed. 
[0021] A capsule is manufactured by being filled up with what granulated an agent, powder, or a tablet after making 
it the shape of powder as mentioned above first into a capsule envelope like a gelatine capsule. Moreover, lubricant 
a plasticizer, for example, the silica of colloid, talc, magnesium stearate, calcium stearate, a solid polyethylene glycol, 
etc. may be mixed to arbitration before restoration. If disintegrator, a solubilizing agent, for example, a 
carboxymethyl cellulose, carboxymethyl-cellulose calcium, hydroxypropylcellulose, cross carmellose sodium, carboxy 
starch sodium, a calcium carbonate, a sodium carbonate, etc. are added, medicinal effectiveness when a capsule is 
taken in is improvable. 

[0022] Moreover, suspension distribution of the impalpable powder of this article is carried out into vegetable oil, a 
polyethylene glycol, a glycerol, and a surface active agent, and this can be wrapped in a gelatin sheet and it can 
consider as an elastic capsule. 

[0023] A granule adds and kneads binders (for example, carboxymethylcellulose sodium, hydroxypropylcellulose, 
methyl cellulose, the hydroxypropyl methylcellulose, gelatin, a polyvinyl pyrrolidone, polyvinyl alcohol, etc.) and 
wetting agents (for example, syrup, starch paste, gum arabic, a cellulose solution, or a high polymer solution etc.) if 
needed to what mixed an above-mentioned excipient and disintegrator with the active substance made into the 
shape of powder, subsequently, can carry out forcible passage and can prepare a screen. Thus, after applying to a 
tableting machine first instead of granulating powder, the slag of the imperfect gestalt acquired can be crushed and 
it can also be made granulation. Dissolution delay-ized agents (for example, paraffin, a wax, hydrogenated castor oil, 
etc.), resorption agents (for example, the fourth class salt etc.), or adsorbents (for example, a bentonite, a kaolin, 
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phosphoric-acid JIKARUSHIUMU, ^PFnay be mixed beforehand. 
[0024] A tablet can be prepared by adding and tableting stearin acid, a stearate, talc, and a mineral oil and others as 
lubricant to the granule made by doing in this way. In this way, film coating and glycocalyx may be further given to 
the manufactured uncoated tablet. 

[0025] Without passing through the process of granulation or slagging as mentioned above, after mixing with a fluid 
inert carrier, you may tablet directly interleukin 12 inductor used in this invention. The transparence which consists 
of a sealing coat of a shellac or translucent protective covering, covering of sugar or polymeric materials, covering 
on ** that consists of a wax can be used. 

[0026] The constant rate can make other internal use pharmaceutical forms, for example, syrups, elixirs, suspension, 
etc. dosage unit form voice so that the constant rate of a drug may be contained. Syrups dissolve an active 
substance in a suitable flavor water solution, and are manufactured, and elixirs are manufactured by using nontoxic 
alcoholic support Suspension is prescribed by distributing an active substance in nontoxic support A suspending 
agent an emulsifier (for example, the isostearyl alcohol and polyoxyethylene sorbitol ester which were ethoxylated), 
a preservative, a taste correcting ?gent (for example, a PEPAMINTO oil, saccharin), and others can also be added to 
arbitration. 

[0027] You may microencapsulate the dosage unit formula for internal use if needed. This formula can also bring 
about extension and self-sustaining emission of reaction time by covering again or embedding an active substance 
into a macromolecule, a wax, etc. 

[0028] Since AHCC concerning this invention, a mushroom mycelium component, and the fungus body component of 
hemolytic streptococcus have an IL-12 induction operation, the ingestion pharmaceutical preparation which consists 
of guiding IL-12 in the living body is also included in the range of this invention by carrying out the ingestion of 
these. Furthermore, since AHCC concerning this invention, a mushroom mycelium component, and the fungus body 
component of hemolytic streptococcus have an IL-12 induction operation, only the dose which can guide the IL-12 
carries out independent administration of these, or the approach of treating a neoplasm is also included in the range 
of this invention by carrying out concomitant use administration. 
[0029] 

[Example] Although the example of this invention is hung up over below and this invention is explained to it in more 
detail, this invention is not limited only to these examples. In addition, it sets to this invention and measurement 
(1366 J. Exp.Med. 176, 1387- 1398, 1992, J.Exp.Med. 179, 1361- 1994) of IL-12 derived quantity is Quantikine by the 
R&D company. IL-12 Immunoassay The kit was used and it carried out according to the specification. 
[0030] (Example 1) 

The Homo sapiens (72 years old, male) who falls ill example of independent administration 1 esophagus cancer of 
AHCC had the symptom which permeated cervical lymph node and intraabdominal lymph node, and did not react to 
an operation impossible condition and radiation therapy, but ingestions other than water were impossible for him. 
When AHCC was administered orally to this thing every day by the dosage of 3.0g/day, it became possible after 
one-month progress to take in rice porridge and 5-minute rice porridge for 3 minutes. When what was 23 ng/mL 
(normal values are 2.0 ng/mL) became 1.3 ng/mL one month after administration before administration when the 
SCC tumor marker in a blood serum was measured, and administration was continued, three months after intake of 
all rice porridge was attained, and it has checked that a neoplasm had disappeared completely by esophagus 
fluoroscopy and CT. Three months after AHCC administration, NK activity was as high as 68% (normal values are 
40% or less), and the values of IL-12 were also 78 pg/mL (initial value is 7.2 or less pg/mL) and a high price. These 
results were summarized in Table 1. CD4 expresses a helper T cell among Table 1, and CD8 expresses a killer T cell. 
The value of CD4/CD8 expresses the degree of the increment in a killer T cell, and with [ value ] one [ or less ], it 
means that the killer T cell is increasing. Normal values are 1.0-1.5. The value of CD4/CD8 in an example 1 is 0.75, 
and the increment in a cell damage nature killer T cell was accepted. 
[0031] (Example 2) 

The right-testis neoplasm of a nuclear power plant was excised for the Homo sapiens (36 years old, male) who falls 
ill example of independent administration 2 orchioncus of AHCC by the operation. Then, transition of child head size 
was produced to peritoneum lymph gland. When this thing was medicated with internal use for AHCC every day by 
the dosage of 3.0g/day, one month after, the magnitude of a neoplasm became abbreviation half and a neoplasm 
disappeared completely after three-month continuation administration. Although NK activity was falling with 1 3% 
three months after AHCC administration, the value of IL-12 was a high price very much with 120 pg/mL. Therefore, 
the antitumor action of AHCC has guessed that it was not what is depended on NK activity. These results were 
summarized in Table 1. 
[0032] 
[Table 1] 
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[0033] (Examples 3-6) 

AHCC and a shark — at the same time it prescribes AHCC for the patient every day by the dosage of 3.0g/day 
about the Homo sapiens who has fallen ill the cancer shown in the example table 2 of concomitant use 
administration of a cartilage — a shark — the cartilage (beta Shirk) was prescribed for the patient every day by 
internal use by the dosage of 20g/day. After prescribing a medicine for the patient for three months, a therapy 
judging, NK activity, IL-duodecimal, and the value of CD4/CD8 were measured. In the example 3 and the example 6, 
each accepted contraction of 50% or more of neoplasm. However, each NK activity is normal values and it turned 
out that NK activity is not accelerating. Also in any of examples 3-6, IL- duodecimal showed the high value far 
across the normal range. Therefore, for contraction of a neoplasm, it has guessed that IL-12 were involving, 
moreover, a shark — it turns out by old immunological examination that there are not effectiveness over NK activity 
and effectiveness over sthenia of IL-12 at concomitant use administration of a cartilage. 
;0034] 
Table 2] 





t h 


m 




IL-I zm 




CD4/CD8« 




7 2ft. 93t4 


mm 


2 A% 


2 4 0 pg/mL 


CR 
££EStft 


0. 3 4 




s 7 ft* mm 


mas 


6 2% 


2 3 0 p 8/mL 


CR 


0. 4 2 




6 9tt> »__ 




6 2% 


1 0 3 f g/rnL 




0.6 2 


mm 


7 1*. m. 


mm 




7 8 pg/'mL 


PR 


0. B4 



[0035] (Examples 7 and 8) 

AHCC, PSK, and a shark — the Homo sapiens who has fallen ill the cancer shown in the example table 3 of cartilage 
concomitant use administration — receiving — first — 3.0-6.0g/[ a day and ] and the shark of AHCC — although 
the day was prescribed for the patient every day by internal use in 20g /of a cartilage, it did not accept in the 3rd 
month and, as for contraction of a neoplasm, IL-12 did not show a high value, then, the Homo sapiens who has fallen 
ill the cancer shown in Table 3 — receiving — 3.0-6.0g/[ a day and ] and the shark of AHCC — 20g/day of a 
cartilage — in addition, when PSK(Sankyo Co., Ltd. make, Krestin) 3.0g/a day was prescribed for the patient, while 
the value of IL-12 became high, 50% or more of contraction effectiveness was acquired also for a neoplasm, a shark 
— it turned out that there are not effectiveness over NK activity and effectiveness over sthenia of IL-1 2 in 
concomitant use administration of a cartilage. Moreover, by 3.0g [/day ] independent administration, there is that no 
the lung cancer contraction effectiveness was accepted in the former, and, as for PSK, it was understood by that it 
is the effectiveness which began according to concomitant use with AHCC and PSK, and showed up. It was 
suggested that PSK also has a sthenia operation of IL-1 2 production. 
;0036] 
Table 3] 
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[0037] (Examples 1 and 2 of a con|^)n) 

As shown in— 432, PSK, and the example table 4 of SPG(or lentinan) 3 agent concomitant use administration, in the 
example 1 of a comparison, hypodermic administration of 5 KE/W and PSK(Sankyo Co., Ltd. make, Krestin) 3.0g/a 
day was administered orally for — 432 (the Chugai Pharmaceutical Co., Ltd. make, Picibanil), further, intramuscular 
injection administration of an SPG (Kaken Pharmaceutical Co., Ltd. make, Sonifilan) vial / the W was carried out, and 
the effectiveness of ** agent immunotherapy was seen. In the example 2 of a comparison, except having carried out 
400 mg/W intravenous-injection administration of the lentinan (the Yamanouchi Pharmaceutical Co., Ltd. make, 
lentinan) instead of SPG, a medicine was prescribed for the patient like the example 1 of a comparison, and the ** 
agent immunotherapy effectiveness was seen. The neoplasm contraction with dramatic all was accepted. Moreover, 
all were high prices when the value of IL-12 was measured. It was suggested that the antitumor action in **** 
immunotherapy is what is depended on sthenia of IL-12 production. 
;0038] 
[Table 4] 
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[0039] The example which accepted contraction and disappearance of a neoplasm does not have a report until now, 
and this invention person will not find it out without prescribing BRM pharmaceutical preparation for the patient to 
the Homo sapiens of advanced cancer and terminal cancer, and guiding IL-12. Such a phenomenon does not 
originate only in NK activity and it became clear that it is what is rather depended on induction of IL-12 and 
enhancement of a killer T cell, moreover, the shark which has neovascularity inhibitory action when acquiring the 
antitumor effectiveness by induction of IL-12 — when using the cartilage together further, it turned out that the 
antitumor effectiveness is acquired more effectively. Furthermore, enhancement of the antitumor action by AHCC 
found that additional administration of PSK was also effective. Especially, the inclination was remarkable in cases, 
such as lung cancer, hepatic carcinoma, gastric cancer, colon cancer, a pancreatic cancer, and a renal cancer. 
[0040] It also turned out also by concomitant use administration of other BRM pharmaceutical preparation other 
than IL-12,— 432, and 3 agent concomitant use administration of PSK and SPG (or lentinan) that induction of IL-12 
is possible. 
[0041] 

[Effect of the Invention] The therapy of advanced cancer and terminal cancer understands that effectiveness is 
almost thin even if it makes full use of present age medicine, such as an operation, anticancer agent administration, 
radiation therapy, and hormone therapy, in the present condition, administration of the pharmaceutical preparation 
for ingestions which uses IL-12 inductor of this invention as a principal component is effective in the therapy of 
these advanced cancers or terminal cancer, or the improvement of QOL (Quality of Life; quality of life), and its 
practicality is very high. 
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© i l- 1 2a^e^*«BiSKafiemM36K:j: 

[0 0 0 4] Lrt>L&#6. C©A5iK&ffi«cfflif>6ia 
4 r t - I L- 1 2 8. JSSIfcWE^fcfeK:. 0gA«. 30 

*s. *©«t9a*«tt4tt. am. 

4«* %Mfffll*#9 C 4*s*0?» n-ci,>4. t©# 

miffim-c&ztcib&xomtzm- 4.* e»ntK^ 
[0005] i l- i zzfemb-cmmowrnkzic 

«iS£*H5fcaMctt» I L - 1 2 5r^SC^6S^-T4 
#£©«#>. £f*rtK:gE©I L-l 2£gfe»i*L©4 

imifi&z. c©j:5ftaai L-i2». msr&ssja 40 

£I&#£(;*&etit>tt<. r t - l L- 1 2*5*1-4 
*HWaX^*J»ftf 44 4 4>tc. Sgtt©?St>fc©r 
$>4©-c, ffig§©ii«^£fc«?8&fcttLT£*©$j 
*iW»fSSh4fc©T?*ofc. L*>L&#6. gEIL 
- 1 2££ttrtKpgtfL»4ftffl£WT4W^3ft 
B. C^*t?^m-Cfri»i&l>©*fli^t?*-jfc. 
[0006] 

[#&W)$ftO<fc5 4T4iSHJ ±B©J: 5 fcBtttc* 
*»Wtt. IL-12*. MMfg|£:&-r&£#A 



^2W1 - 8 104 7 

2 

45r@W4f4fc©T-*4. 
[0 00 7] 

[PS*SS^-r4fcA©#S] *£WB. 

4*««4r4K»i«jfewisfiFb5 4snsffiTO 

2. <r>jr-a-f*>l2WaW)IW«. 
*fi£^-C*4iiJM 1 (CfBl8©igPmfflSSSJ. 

[0008] 

[^©H*6©.^] *&8K. 

ttrfr) JW^T4«#te£«Wmiftfl-C*4AHCC 
(ig n ° D £) fc-f>3t-D-f*>l 2 (I L- 12) SI* 
tteHiHL-. c ©J; 3 & I L - 1 23S«8!K£lin-?ffi 
H^M*5JW^L J 54.««K«mS#4C4fc«J:0. fi£ 
15© IL-12 g<*©i8^T*6ftfc^ffl#£<*SC 
67R<^#talI&&£#f#6ft4t4£jiaj0fcC4 

[0009]o$f), I L- l 2£itig£ftK:iS:-5-r4 
©■CBft < . I L - 1 2BiaHS*Wr 4«fflt*a»{c J: 
p.-r^Prffi^W«:}siX3#4c<!:K:J:i3. 5g<-<£tn; 

*4„ 

[ooio] *«w«:*Ji>rttffliyfcAHCC 

£) B. %tJ)ft&<t^m)l>o-Z (Active H 
em i Cel lulose Compound 4P?B 
ft. *©H*B+^a©«**IMWHI0fc4affitt«l 
It 4 lytJUtcajji • S!!g©«5a (KU&ft) "C*0 . £ - 
(1-3) D-^JW*>, (8- (1—6) D-^;l/*> 
©«*>. a - (1-4) D-4f)\r*>1t£<D~<f'Uif* 

*> AHCC (ft&g) {CI L- 1 2RWftJB 

[0011] I L - 1 2tfWMtB. ± 

SEAHCC©#T#/£l/-Cfc<fcC>#. ©CAHCCCCfln 
*T. *^3ffl*ftl£#£^WtfL©4t4*ijt?£L 
t>. COJr^ft+yafUfefttdE^iLrBftKHSSn 

ft^r*4U>^^>&4'*W4c4*sr#4„ K 
(c. WitB. Tiiy 97- (mtvy**) . (v> 
*>$-Jr) , ->**3-*'5r. iJV'J^viiir (b^v 




3 

$T {x.s*V>T) tt£©*^=igniiMtfflft*4ttf* 

[0012] *«9sk*jc»-c i l - 1 2mmm&. ± 

f£ A H C C fc<fc V* S 3m&&f&ft<D?>-Cffif8. b X t> «fc 

trtt#(csgs?n-r> ok-4 3 2&£*©& 
tt©«a»W«t£*4$stfSc£#>r**. ctifcl*. 4% 
^Wffitt^t^ff CBiorogical respon 
s emo dif ier (BRM) ) il/C. ©EtCgE^D© 

[0013] *ft®*«cfctf .&«»!©E8fr***fR. 

£*igB6a»{c& *^{c*jc>rfflc>s i l 
- i zmmm®., z^hfcmm^^smitisvzm. 
m^^om^**?**. comma* 

-©«FW©fll#-C**. 

[0014] ±12 1 l - 1 2mmvm<D&5-wt. £< 

rt-IL-l 2«ffl^tt*H5l^cat)CcAfi^#5:U* 
tth«tt6tt«i»fc». ^©SJflMBfcflflSbT. 

^(Cfc^-Cffl^S 1 L - 1 2P^»*> ^WiKfll 
b,n^ I L- 1 2S£tta*iSttfl:T4C£**© 
*»Wf¥ffl«ffi:-r*ft:*. *ws*&©jBfM§»4Mi 
fc&^-T £ fcOT'ttft < . £ < Wm<D4i&/fitt l> *> © 

4. 

[0015] *^©samfflim'J«. ±teufc i l 
- 1 2mmmz&$.ftt l,t#wlt&64>©t* 

4o *»W©HP89RfflWt!H*. In^JiL-r 

[0016] *&9J©gPiSKIBSKiJ£fc h £fc«fti«| 
fc&^r &«£©?£&£ LTttftCOK/ESft-f* 
«. ffli*K&83tfTffi*©Eil D Vj:£Ctffll>6ft£?PI 
M£LT. fiSj$»r£C£#T-fr£. C©«fc5ftfi* 
ibttt, ¥HJB. S/cti?Stt©«f?SiJ. 3cl* 

tecto*-e©{fc©M*ffl©»so-«w±#, «*.«. 

0. l%-99. 5%, «:£L< 1*0. 5-90%©SI 

[0017] xmifDmnmrnmrnfflit* «pwk«# 
T*. wpwktt. jwai«ffl©tt«*s*ffltr>-ccn&© 

[0018] W*.tf. LT©tS:^M«> A*© 



(3) »8§l^l 1-81047 

4 

fc±T?Rje*acta«a*u>ai. bh^©^©*! 

100~20000mg/B, tfgb < t* 1 0 0 0^- 1 

o o o o m g/s-c&^-r s©a*— &#rc;&s. 
[0019] hp&#«, Bje*fc»«K©ffl«*tt. 

-^m xy+s/Aa. *fcttaBwwtt£©*ya«cj:r> 

[0020] *S<J«. iStt««*^tt«l*»3tC-J-4 C 

[0021] #:/-fe;HWtt. *f±i6©J:5«:U"r«5R 
^Lfc*»*tBW, *fclitt»*«ttjtl/fc*>©*. 
Wjt»-tf7^>*? r -b-iV©J:^ft*^'-feA^&©*^ 

itftftM. WAtfan-fFKOfJ*. XfT 
20 y>8v^i")A 1 Xf-7y>K*;Wi"?A. @j&© 
# u > ^ >; a -Aft £**ffiftccg£ lx fc^r 

q-X. #;U#+S'A?-Jl'-feA'B--X#;l^>9A > ffig 

&£t Kn+s^nejUzJi/ti-x. ?n^*jMa- 
XtHI")A. #;l/#*i/Xir~?-y-|-y9A. 

[0022] $ n D D ©8^:fc£»te. # y if u 
30 >jf»;a-*. ^y-fey>. l?ifin514»I*«:^S^I!i 

[0023] SS«WJ«. Ufcffitt«5M<b±»© 
WP«I^«WtlSr»^l/fct©K. ^Cf&DIS^J 

WWW (Wiltf^o 9 ^. T^frrfA. -fejb 

C©£9tett3fe«m{trftfrfci)lC. SfJT^C^ 
Wfc©fe. »<5ti4^RS^ft»»©X5y*K»0riB 

HXffJ BRtt&£) *fc«©«SiJ 

[0024] ttJRtt. C©J:9KLrff6tl&l(t0P) 
50 K. *HWW£L»"CXf-7U>K. X7-7y>Kt&. 



(4) 



[0 0 2 5] ^HJtcfcUrfflt^-O^-D-f*^ 1 

2BJWMttt. Ja^J:5fcittWb*a9*fl:©ig* 

e& c i a < . s«)tt©^ffit4Sft <t btc&mmn 
[0026] tixomnimtm. mees/a m x io 

<) * ->;^Jte J: una AKc £bi fc* ©-;£fi#^5© 
I/mm *£1^ff£S£3&3<fck^K:&IB 

wmmwutx <«*.». xh+Mtanfc-fv 

-juj^f-jiao . s?m mikr (mar. ^<?> 
his. ?**y» . tofl6fe*fcffiB(casiiirraci 20 

[002 7] .iSBtciSDr. ildiii#©fc»©ffl*iM&: 

ffl* C Mi f) ? * C t K J: rj fftgllffl©»ft*&tt0cltt 
[0 02 8] *jWB8C«aAHCC. *V3lftM*« 

wnKDMfwtAB. 1 l - 1 2«a«tm*#r4 

C£*»6. Ch6*8P^*4Ci«Cj:g£ttfn?© 

i l - 1 2 *£?«-r zttfrbK mnmi.m\ t> . * 30 

ahcc. *ya«*(*tt». mmomwi&^t. 1 
L-i 2»w¥ffl*#f *c4*6. cn?.*, *©i 
l- 1 2*mmL'jzis&stctt. ams&i>*ittt.# 
c±kj: 9. mm&mm *fc* 

[0029] 

»i/ < ttwr&*. *»m*cn6iafcw©*fciRjEi* 

nst©r»tt«,». &fc. *^«;feU-C, I L - 1 2 40 
8fs#S©SJ)£ ( J . Exp. Med. 1 76. 1 387 
-1398, 1992. J. Exp. Med. 179. * 
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< 1361-1366, 1 9 94) B. R&Dtt$?©Qu 
antikine I L - 1 2 4h.J~7v*.4 * -j 
\-*miLX. *©ttfi»KSeoTfT-5fc. 

[0030] (mmmi) 
jtjaB*HA-r« t h (i2m. ns> b. 

^Ttttttt. JWWttteWc*>5l6tt-r. *«**©«□» 
BW^BrtfrCfc-afc'. COfcOfc. AHCC£3. Og 
/B©fl»ceP«#*iiBfTT>fe&C*. 1 *£gji 

jftf©SCCM^-7-*-5raiJSbfciC5. S-^fftC 
B2 3n gr/mL (JESffiB. 2. Onj/mLT* 
3) -C*-3;rc4>©#. 1 #/§&K:B, 1. 3ng/ 

©m*5pjtei!&*). <awatcTKj:»)»«JW6* 

Km9ZbXI.>&CL*mtVit1t. AHCC&43#£ 
&KB. NKrS&B6 8% (iEDIMl», 4 0%WT) i 
K<. IL-12©ffi&. 78pg/mL (fcJ&ffiB. 
7. 2pg/mUT) iiSffit?*o/t„ Ctt6©$gm 
aiKtt&fc. SI*. CD4B. ^-'•.•-Tffl 
R CD8B. +-7-T|fflja*a-r„ CD4/CD8© 

«b. *9-T*ra©*to©tt£t>**u i«Tr* 

B. 1. 0~1. l|j5S0!lHCfcW£CD4/ 
CD8©ffi«0. 7 5"C*D. ffl8aplStt*7-Tifflia 
©ttttI*SS.it'6<l/c. 
[0 03 1 ] ($mW2) 

mfimims.tit h oet mm «. Mie©« 
^mm-Aoima.Dx^tc. c©^©^. ahc 

C^3. 0*;/H©fl*cePK#*«H«5t/fcd:e 
6. l*^t*Ktt. «»©**Stt»*»4aO. 3* 

nrnmLS-mm. mm^%±v:\muc. ahcc«: 

^3*^^{CB. NKr£tt«l 3%tfiTLTt,^c*i. 
IL-12©ffl«. 120pg/mLigftTiSlT* 
ofc„ S-jT, AHCCCttttiftWB. NKfSttCCj: 
&t>(DXterj;{,>C ttftmXZtc. Ctl6©IS»%. S 
l(C*i«6fc„ 
[0032] 
[Si] 











I L-l 2fc 




CD4/CD8AI 








6 8% 


1 8pg/mL 


CR 


0. 76 




3 Gfas m 


*W®5 


1 3% 


1 2 Opg/mL 


CR 


0. 52 



(5) 



7 

[003 3 ] (506013^6) 

ahcc. vsmtommm 
mzicfrst&zm&Lx^ztvtt^x, AHCC£ 
3. og/Boffla-caBa-^rstisimc. vsmw 

(fits*-*) *2 0g/B©ra«t?«P»#«:J:»)a 
I L - 1 2fMsJ:0 t CD4/CD8©tt&*figLfc. X 

J6fi»i3fc«j;iyii«s««i6 K*jt,»-r a. ^m^5 o%w± 
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^^•^©lirtlKfc^-Cfc. IL-12fflW. I 

©IS/Jnk: ». I L - l 2 a« L o> s c t tmm-c ft 

fc. £fc, t^WIOllffl»4KB. NKSttJCitTS 

xtimfccfcy i l - 1 2©5Tawc*frsa*»a:i>c t 

[0 034] 
[*2] 





t h 






1 L-l 2 at 


ftftttt 


CD4/CD8flt 


*MM3 


7 2*. Wtt 


ilfrffl 


2 4# 


2 4 0 p B/mL 


CR 


0. 3 4 


38JBW4 


5 7fc* 


■rasa 


6 2% 


2 3 0 p s/niL 


CR 


0. 4 2 


5 






6 2% 


1 0 3 p 8/raL 


CR 


0. 62 


&M8 


7 1ft* 


SFJB 


68* 


7 8pg/mL 


PR 


0. B4 



[003 5] (jaSW7*Jj:CF8) 
AHCC. PSK. ■«MWWMii9:5W 

g?3{C7jvtiffi*fi.*i/T(,>sfc hK^tr. *-r. ah 

CC©3. 0~6. Og/BfectWtfOZOg/ 

£g-rsa>e>ft-r. *fc i l - i 2t>jKt,>ft£^s&# > 

T. AHCC©3. 0-6. 0 g/Bfcitf-tMfC*© 
2 0 g/BidJQ&T. PSK (HSttiJ. 
3. 0 g/B£&$l/fc£C-5. I L- 1 2©ffi#Jg<*30 



fc. ?>ft#©#J8tt5«:tt. NKriteteSt-faS&mfc 

i l - i 2©jtauca*"r4»**«fti>c4*j«-9 

fc. *fc. PSK«3. Os/BCtfMtWMraBB 
/J>jai«*SS«)6nfcC: <t{JS£*{Ctt& < . AHCCiP 

S K 4©flfffl{cJ; 0*6»r3BnfcJtt»t?*4 c iJ&fiH^, 
fc. PSKKfc. I L- 1 2jg£©Juiftm* 5 $>SC<fc 
*s^i£Snfc. 
[003 6] 
[«3] 





fc h 




NKrStt 


I L- 1 2fl 




CD4/CD6<|[ 


MM 7 


6 7ft. 


» 


32# 


2 4 0 pg/mL 


PR 
ft* 


0. 4 3 




7 *«£ 




2 9% 


3 4 0 p g /m L 


PR 

** 


0. 3 4 



[0 03 7] (ttftNff l *J:cF2 ) 
OK-43 2. PSK, SPG (*fcBU>^» 3 

a4(C^-TJ: ; 5{C, Jt«Wl-Ctt. OK-4 3 2 
HXttK. tfj/rcs.-*) £5KE/W©£TS:#. P 
SK (=*ttK. *U*?» 3. Og/B*igP&# 
U IK, SPG (*4¥W3I*±S1 Vi5<?» 

r ^/w*ffia»^ or £ffM&ssffi©a&**#fc. ft 
«W2rtt. sPG©^t)f3(cu>?^> (iljirtK* 



fc. ivfftfc. M»&MNI*#B«>6ftfc. *fc, I 
L- 1 2©fil5rSiJSLfciC^ > ftfcjt;tre$>o 
fc. $fl&0mtc*tt*&flMfBBI*> I L- 1 2M 
4©/ui(cJ;5fe©r*SC£35S^Stifc. 

[0 03 8] 

[&4] 



(6) 
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b h 










C04/CD8tiE 




2 3<s, m 


mm 


3 2% 


l 4 0 p g/mL 


CR 


0.7 2 


mm 2 


7 2j»x m 


m 


4 OH 


2 6 0 pg/mL 


PR 
3/4 


0. 3 Z 



[003 9] SffiB. *JW)S©t h<C#t/?BRMIHf 
^K^LT I L - 1 2*R#*-SCi«:J:»>M*©M/h 

j*<fc>? -Tiffljaott^K: J:?. *»©-?$>*> c tmn^ 

i&ofc, Jfc. I L-12©**C<to'CtaiJtltt* 
$Jofc. Mtc. AHCC«cj:*SiWlffiffl©«««:tt, 

p s k ©ii»ns:# fe8M»rc* set wi -> it. m. . 
irfts. ma. mi. AOS. mmza&wc* 



[0040] I L- 1 2©K»Ktt. IL-12fcW© 
fl&©BRMS28'J©{#/B&:#. OK-4 32. PSKte<t 

[0 04 1 ]. 

[&W©x*>£] iitfS. *W)S©rSjStc«. ««t?b. 

fc«3, I L - 1 2^©®«rifiR»i-r^)gP 

f5fBXfflS?ffJ©&-5«. Cfr£iMTffifcL<«;*aWS©. 
r&Jg£fc«Q0L (Qua 1 i t y of Life; 

£?£©») ©K#{cw^-c$.o. s»r*mt4©K^fe 



DP 2001-81047 A5 2004.10.28 

[5Mt 0 1 ¥ W lDjg 28 H (2004. 10. 28) 

[^H^-tl #i2001-81047(P2001-81047A) 
[&HH] ¥^13^3^270 (2001.3.27) 
[tbffi#-t] M200O-240670(P200O-24O670) 
[@^#fffrg?»7){fc] 

A 6 1 K 45/00 

A 6 1 K 35/84 

A 6 1 P 35/00 

A 6 1 P 43/00 
[F I] 

A 6 1 K 45/00 

A 6 1 K 35/84 A 

A 6 1 P 35/00 

A 6 1 P 43/00 1 1 1 



HfttHB] ¥J£15^10£ 298(2003.10.29) 

VZSMJE 1 ] 

mm&^m%) mm* 

[0 0 0 1 ] 
[WW! 

[0 0 0 2 ] 

>f v^-n>r^>i 2 (il-12) «t, NK*M&<ai&teftjfl *m 

I1U Mfcii* *9-TiBMfe^flM*'fl:*«"tf1 J ffl**1"*'<>'^^7*n> y (I FN 

[0 0 0 3] 

IL-12 HonTli, itS> *itiv»T, «f£^f*ft£ i ^A*^^l?tL^itH 
JSlLfc ML-12 (r t-IL-12) ) , I L- 1 2_£, 

[0 0 0 4 ] 



(2) JP 2001-81047 A5 2004.10.28 

[0 0 0 5 ] 

I L - 1 2 *SfflLTJBai«)Jt3t*5cXli»**BI*fc<>Cli, I L - 1 2 £n»£>t* 
G I L — 1 2 (iv **4ftj!EKl6*«4C*J8^it"b4 <U rt-IL-1 2d«#T4*Jl 

[0 0 0 6 ] 

[^$i^ s ^i£ L <£ £ 1"& if M] 
1-4tfc&pJS£1-*o 

[0 0 0 7 ] 

*%W<D-i±, (AHCC< fi « B * > ) Z$%t2>Zt>k®mttZ> 

4>9-u4*v\ 2«N»«i»a-e*4. &Tfc*3&IB*#ife1-& 0 
[0 0 0 8 ] 

*lfc!l!fc<SI*iStefl:^3 -t^n-T, (Active Hemi Cellulose Co 
mpound (AHCC) ) \t y * / 3<©S*0<BH!feSt^t tiaftlMffilt Lfc£ 
SfS»St LT@E^^^ ! ^S-e* 1 9> /? ~ (1-3) D-7)\>*>, p- (1-6) 
D-^A'ifr^fcjK a- (1 — 4) D-^*V|^fo^*i', ^^f f'W 

AHccn i l- i 2mmftm i $>z>z.k\±<k<%[hfrx&hf, fflfiaot 

[0 0 0 9] 

I L- 1 2«*»S»i, ±I2AHCC<7)<^-r^tT^«t^^% SfcAHGCfcJjDAT, 

fl-TUPSK, 7.iHn^^rc7)l*#^^-e$)^S PG, W * 

, 7#U*^ -y^a-^^r, UW^J**, -tfstiS, 

&fo$Lfr*mfZ> £ i: • 
[0 0 10] 

JtlOl#*fl-itTtt«fKlRjg$*l^ Wittf, OK- 4 3 2*©&fc^ifa»M*** 
»f* *>o £*tibfi> &J|&^WfiH£'ffcftSC (Biological response modifier ( 

BRM) ) at, &fcBEftW>*Jf-C** 0 
[0011] 

jiff* * * Mm k & n vm & k ttast * t t h & n * o t ^ * 

*»I L- 1 2f§»S(i> £5 L^it«^*WHi5tt^fi*li/J^^^^# 



(3) DP 2001-81047 AS 2004.10.28 




-e^jg^tis r t - I L - l 2»4*5&tt*Hlfcv»fcje)e^:*fe-**b*»t*itif4fe4^fcie> 
L- 1 2«**Ktt, £#rtfcflffcoTi/>4 I L- 1 2|4li«:fStfl:tJ 

[0 0 13] 
[0 0 14] 

#ffl<7>MHl^±^ ffilx-tf % 0. 1 96-9 9. 5 %, SfiLOiO. 5-90 %O«0 
[0 0 15] 

Lt\ gPfiSlfc 1 0 0 - 2 0 0 0 Omg/B, Sf* L< (4 1000-1000 

ft* 7^ 10 0-100 Omg/B, Iff* L < tt 2 0 0 ~ 5 0 Omg/B^lt 

Mi:n-H$4o tfcl 0 2~ 4 0fc#fflLT«5-1-*£ t 
[0 0 16] 

[0 0 17] 

, #tfcfi!U W-e<7)^<75^<7)?rMDT4) 4v», 

[0 0 18] 

*7 , -fe;v^J(4^ I f ±2(0 J: ^ i: LT«*t C 1 1 ^MXiii^J t ifift L ^; 

V^^y^, Xf7'i>|W-^^ mW# l )' x -f'\'>7V 
[0 0 19] 



(4) ]P 2001-81047^ A5 2004.10.28 

[0 0 2 0 ] 

TnTA, ^JVn-^&fcXttft^aSigFifcSO fciJQx-TM^U o^TMt*a«M? 

[0 0 2 1 ] 
[0 0 2 2] 

#3PJ3<7>?£ttJj£fr^ ±&<t> <fc 9 fcSSM:-** 7 7fc<o3M*U*> - £ ft < . SEI&ttW 
[0 0 2 3] 

SrJi^ft#f*7lcMH^fi?LTSIjt$ ft, t tz^V*i/)vm±ftM^T)Vu-)vqmfo 

#»j**5/xf-U>y>nf h-;vx^f^S) ^ fctfM> ttftM (ffOAtf, 
[0 0 2 4 ] 

«j M it n <7)^* *#«ife ai * i> it h ? z. t i> -e § a o 

[0 0 2 5] 

oittc s^-r & #m&<D mm. § # . es * wr ^^ffii4<^> k mmx \mm l > o v> ? 

»S«)-lEl*^rJH:i:!), -e^m^M 7^fc-€-^rt#»**lL?lPHL'C4> J:v>« 
£<£>m£\ K^jg«K*»Xlifi#-*-'*fcie>K* *fltftftA-f 7;v*ffl#**fltLT*5v> 
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